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ABSTRACT

PURPOSE We undertook a study to estimate the sufficiently important difference
(SID) for the common cold. The SID is the smallest benefit that an intervention
would require to justify costs and risks.

METHODS Benefit-harm tradeoff interviews (in-person and telephone) assessed
SID in terms of overall severity reduction using evidence-based simple-language
scenarios for 4 common cold treatments: vitamin C, the herbal medicine echina-
cea, zinc lozenges, and the unlicensed antiviral pleconaril.

RESULTS Response patterns to the 4 scenarios in the telephone and in-person
samples were not statistically distinguishable and were merged for most analyses.
The scenario based on vitamin C led to a mean SID of 25% (95% confidence
interval [C] 0.23-0.27). For the echinacea-based scenario, mean SID was 32%
(95% (I, 0.30-0.34). For the zinc-based scenario, mean SID was 47% (95% Cl,
0.43-0.51). The scenario based on preliminary antiviral trials provided a mean SID
of 57% (95% Cl, 0.53-0.61). Multivariate analyses suggested that (1) between-
scenario differences were substantive and reproducible in the 2 samples, (2) pres-
ence or severity of illness did not predict SID, and (3) SID was not influenced

by age, sex, tobacco use, ethnicity, income, or education. Despite consistencies
supporting the model and methods, response patterns were diverse, with wide
spreads of individual SID values within and among treatment scenarios.

CONCLUSIONS Depending on treatment specifics, people want an on-average
25% to 57% reduction in overall illness severity to justify costs and risks of
popular cold treatments. Randomized trial evidence does not support benefits
this large. This model and these methods should be further developed for use in
other disease entities.

Ann Fam Med 2007;5:216-223. DOI: 10.1370/afm.698.

INTRODUCTION

t is generally agreed that randomized controlled trials (RCTs) provide

the least biased evidence regarding the effects of interventions on

health-related outcomes, and hence are important for medical decision
making and public policy. These principles apply to treatments aimed at
reducing symptom burden, screening tests designed to detect disease, or
preventive therapies aimed at avoiding diseases altogether.

Randomized trials are powered to detect specific effect sizes. The
larger the number of participants, the smaller the effect size that can be
detected. A trial that is too small may miss an effect size that might be
important, whereas a larger trial might demonstrate an effect that is too
small to be clinically significant. Following this rationale, many experts
now agree that trials should be powered to detect a minimal important
difference.!® This conceptual entity was first defined in 1989 to be "the
smallest difference in score in the domain of interest which patients per-
ceive as beneficial and which would mandate, in the absence of troubling
side effects and excessive cost, a change in the patient's management.”
Although an important addition to the theory and practice of evidence-

ANNALS OF FAMILY MEDICINE + WWW.ANNFAMMED.ORG + VOL. 5, NO. 3 + MAY/JUNE 2007

~ei >



COMMON COLD SEVERITY REDUCTION

based medicine, minimal important difference is lim-
ited in that it does not account for negatively valued
consequences of medical interventions (harms), such as
costs, side effects, and risks of adverse effects.

In 2005 we defined “sufficiently important differ-
ence” (SID) as "the smallest amount of patient-valued
benefit that an intervention would require in order
to justify associated costs, risks, and other harms.”

We consider SID to be very similar to the “smallest
worthwhile effect” concept described elsewhere.®® The
advantage of SID is that it extends the notion of mini-
mal important difference, has an operational definition,
and can be estimated using benefit-harm tradeoff meth-
ods. Using reduction of illness duration in the common
cold as the desired benefit (outcome), we previously
showed how benefit-harm tradeoffs could serve as a
method of SID estimation.'” In this article, we report
on a second sample of respondents and assess SID as
overall severity reduction benefit.

METHODS

Using community advertisement, we interviewed
respondents with acute respiratory tract infection,
presumed viral (common cold). This study was carried
out alongside other common cold research projects
using shared study promotion and screening methods,
one of which was an RCT testing echinacea, placebo,
and doctor-patient interaction.! Another project was
aimed at assessing validity of the Wisconsin Upper
Respiratory Symptom Survey (WURSS),? an ill-
ness-specific quality-of-life questionnaire instrument.
For the WURSS validation study, participants were
enrolled within 48 hours of their first cold symptom,
then monitored with daily questionnaires until the ill-
ness had resolved. To provide data for the current SID
study, participants in the WURSS validation study
were asked benefit-harm tradeoff questions at enroll-
ment (intake, within 48 hours of first cold symptom)
and again at exit, after the illness had resolved. These
participants make up the prospective, in-person group
of the SID study. The same benefit-harm tradeoff ques-
tions were administered to a second group of partici-
pants interviewed by telephone. Participants respond-
ing by telephone also had self-described colds but were
interviewed only once and had extended inclusion
criteria allowing symptoms for up to 7 days.

To be eligible for either arm of this study, pro-
spective adult participants had to answer “yes” to the
question, “Do you think that you have a cold or are
coming down with a cold>” They also had to report at
least 1 of 4 cold symptoms (sneezing, runny nose, nasal
obstruction, or sore throat), and to have a total Jackson

13-15

score of at least 2 points. Jackson scores'*!* are simple

sums of severity ratings (1 = mild, 2 = moderate, 3 =
severe) for 8 symptoms: those noted above plus cough,
headache, chilliness, and malaise. For prospective par-
ticipants with eye or nose itching, sneezing, or history
of allergy, the interviewer, as well as the participant,
had to be convinced that the participant's symptoms
indicated a cold, not an allergic illness. Interviewers
were also given permission to exclude potential par-
ticipants whom they suspected were dishonest when
reporting symptoms or whom they believed would
not be competent to follow study protocol. These
instances occurred rarely. Interviewers questioned
prospective participants by telephone and then again
in person using semistructured interview techniques
aimed at stimulating recall to enhance accuracy of
symptom reporting. All interviewers were trained and
supervised by the senior author (B.B.), a family physi-
cian and anthropologist who had substantial experi-
ence with interview methods and patients with acute
respiratory tract infection. The protocol was approved
by the Institutional Review Board of the University of
Wisconsin School of Medicine and Public Health.

Interviews began with the following statement:

We are trying to understand what people think about
when making decisions about treating their colds. Spe-
cifically, we're interested in how much benefit you would
want to expect in exchange for the costs and possible side
effects of a given treatment. Benefit can come in the form
of reduced severity and/or decreased duration of illness. |
would like to describe 4 different cold treatments, then have
you tell me whether or not you would want to take these
medicines, and why or why not.

Next, the participant was presented with 1 of the
following scenarios:

A 10-cent vitamin pill must be taken 3 times daily for
the first 3 days of your cold. There are no significant risks or
side effects to this treatment. It is unlikely that the length of
your cold would be reduced significantly. Severity of symp-
toms might be reduced by as much as 30%.

A 20-cent lozenge must be dissolved in the mouth every
2 to 3 hours while awake for the first 3 days of your cold.
Side effects may include bad taste, and, very occasionally,
nausea. It is possible that the length of the cold could be
reduced slightly. Severity of symptoms might be reduced by
as much as 30%.

A 50-cent dropperful of an herbal extract must be taken
3 times each day for the first 3 days of your cold. Side
effects are limited to bad taste. It is possible that the length
of the cold could be reduced slightly. Severity of symptoms
might be reduced by as much as 30%.

A $2 prescription-only pill must be taken 3 times daily
for the first 3 days of the cold. Side effects are unknown.
Preliminary data suggests an average 24-hour reduction in
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the length of your cold. Severity of symptoms might be
reduced by as much as 30%.

The scenarios were presented in varied order, so
that each scenario had an approximately equal chance
of being considered first, second, third, or last. After
each scenario was presented, participants were asked,
"Would you take this treatment>” and then, "Why?>"
or "Why not?" Brief notes were taken regarding the
answers to these qualitative questions. Next, partici-
pants who had answered "yes" to the original ques-
tion were asked: “Would you take this [treatment] if it
were able to reduce severity by 20%2" If the answer
was still “yes,” the hypothetical severity reduction
was lowered to “10%," then if still “yes,” it was low-
ered to "5%," and, finally, “any?" If the original answer
was “no,” severity reduction benefit was increased to
"40%," then if still "no," it was increased to "50% "
then “75%." Severity reduction SID was defined as the
smallest severity reduction that justified the treatment
scenario for that participant.

The scenarios represent our interpretation of best
evidence available when the study began. Although
potential severity reduction benefits were varied
beyond what many experts would consider reasonable
(ie, a 75% overall severity reduction is unlikely), the
initial scenarios were designed to be realistic. Toward
this end, we reviewed trial reports and systematic

16-19 and aimed for a brief scenario that was both

reviews
easy to understand and evidence-based.

After benefit-harm trade-off interviews were com-
pleted, we gathered descriptive data, including age,
sex, tobacco use, ethnicity, income, and educational
achievement. Responses were scored on paper forms
by the interviewer for telephone interviews, and
directly on paper by the participant for the in-person
interviews. Data were entered twice, then cross-
checked, with discrepancies resolved by comparison
with paper sheets. Statistical analysis began with tabu-
lar and graphical inspection, followed by assessment of
missing data and outliers. We then proceeded to cor-
relation matrices, analysis of variance, and multivariate
regression models. We assessed potential relationships
of demographic variables (age, sex, smoking, ethnicity,
education, income) and Jackson severity scores with
the primary SID severity reduction outcome vari-
able. Whereas data representing SID were ordinal in
nature, the underlying SID domain was considered to
be continuous. We did not assume that SID distribu-
tions would be normal and used nonparametric as well
as parametric methods in our analysis strategy. Multi-
variate models were developed using PROC MIXED
in SAS 9.1.3 (SAS Institute, Cary, NC, 2001). These
models assessed within-person effects assuming a com-
pound symmetry variance matrix.

RESULTS

From May 6, 2003, when the study began until August
22,2005, when data collection ended, 983 people
contacted our research team, and 253 enrolled in 1 of
the 2 groups reported here. Of the 730 not enrolled in
this study, 217 joined another study, 201 did not meet
inclusion criteria, 128 declined to participate, and 43
were simply calling for information. Some 141 could
not be categorized meaningfully. Of those excluded,
55 were thought to have allergy or an illness other
than a cold, 35 had symptoms for more than 7 days,
25 were younger than 18 years, 19 were considered
unreliable after the screening interview, and 67 were
excluded for a variety of other reasons. (Our screening
protocol allowed people to be excluded for more than
one reason.)

Of the 253 participants enrolled in this study, 162
completed a single benefit-harm trade-off interview by
telephone. The remaining 91 were enrolled in person
within 48 hours of first cold symptom, were followed
up with daily reports until their cold had resolved, and
then were interviewed again in person using the same
questions they were asked at intake. Thus, the database
for this report includes data from 162 telephone and
182 in-person interviews, representing SID values for
the 253 participants.

Table 1 shows that our sampled population was
reasonably diverse in terms of income and education,
but mostly female (67.8%) and mostly white (68.4%).
Jackson scores were similar for telephone interviews
(mean 9.6; SD 3.7) and the intake interviews (mean
9.7, SD 3.6). Demographic measures were collected
for all prospective participants, but for only 117 of
162 participants responding by telephone because
of interviewer error during the first few weeks of the
study. To calculate indicators of central tendency
and variability for the SID variable, “any” and "never”
responses were conservatively assigned values of 5%
and 88%, respectively.

As in our previous study,'” the scenario based on
vitamin C received the most favorable ratings, with a
mean severity benefit SID of 24.6% (95% CI, 0.23-
0.27). Of the 253 participants, 77 (30%) said they
would take the vitamin regardless of any severity
benefit, and 8 (3%) said they would not even if global
severity reduction was 75% or greater (Table 2). The
scenario based on the herbal medicine echinacea
yielded the next most favorable responses, with a mean
SID of 31.9% (95% CI, 0.30-0.34). Among the 253
participants, 39 (15%) said they would take the herbal
medicine regardless of severity benefit, and 18 (7%)
said they would not regardless of benefit. The scenario
based on zinc lozenge led to a mean SID of 46.9%
(95% CI, 0.43-0.51), with 12 (5%) saying they would
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Table 1. Participant Characteristics in Prospective
Study (Intake and Exit Interviews)
Characteristics Value
Telephone interviews, No.
Calls 983
Interviews* 162
Prospective in-person study, No.
Enrolled 91
Exited 91
Age, years
Range 18-74
Mean (SD) 34.8 (13.3)
Sex, No. (%)
Women 139 (67.8)
Men 66 (32.3)
Ethnicity, %
White 68.4
African American 7.1
Hispanic 2.0
Asian 0.8
Other 3.6
Not reported 18.2
Annual income bracket, No. (%)
<$15,000 83 (32.8)
$15,000 - <$25,0001 33 (13.0)
$25,000 - <$50,000 36 (14.2)
$50,000 - <$75,000 31 (12.2)
$75,000 - <$100,000 15 (5.9)
>$100,000 6 (2.4)
No response 49 (19.4)
Highest education level, %
Some high school 3.2
High school degree/GED 28.5
Some college 18.6
BA/S 20.6
MA or greater 10.3
Other or no response 19.0
Tobacco use, %
Nonsmoker 60.9
Current 7.1
Past 14.2
No response 17.8
GED = general educational diploma; BA/S = bachelor’s degree; MA = master's
degree.
* 45 telephone interview participants were missing all demographic data.
1 Self-reported household income.

take the lozenge regardless of severity benefit, and
37 (15%) refusing. Finally, the antiviral scenario had
a mean SID for severity benefit value of 57.2% (95%
ClI, 0.53-0.61), with 12 (5%) saying they would take an
antiviral treatment regardless of benefit, and 94 (37%)
rejecting such treatment. The range of treatment-spe-
cific responses is illustrated in Figure 1.

Extending the analysis a step further, we calculated
a value to represent SID for cold treatments in general.

Averaging across all 4 scenarios, the general mean
severity benefit SID was calculated to be 40.3% (95%
ClI, 39.3-41.4). To reflect values of those who were
sick, and to represent participants equally, only intake
and telephone interview data were averaged when
computing these values.

Scatter plots, correlation matrices, and simple linear
regressions were used to look for potential relationships
between SID and the covariates of age, sex, ethnicity,
education, household income, Jackson severity score,
and nature of interview (telephone, intake, exit). Next,
multivariate regression equations were constructed to
account for potential covariate influence on SID values.
Very little in the way of statistically significant associa-
tions were found. Considering multiple comparisons,
those associations that were found could be due to
chance (Table 3). In both bivariate and full multivariate
models, sex was significantly associated with SID for
lozenges (coefficient =0.09; P <.05), but not for other
treatments. Higher education was significantly associ-
ated with lower SID for vitamins in bivariate analysis
(fixed-effect F score =2.98; P <.05) and in the multivari-
ate model (fixed-effect F score =2.57, P<.05), but there
was no clear dose-response relationship. Education was
not significant in other estimates of SID. No other asso-
ciation reached statistical significance.

DISCUSSION

This study represents the second phase of benefit-harm
trade-off interviews aimed at assessing sufficiently
important difference (SID) for common cold. In the
first study,' reduction in duration of illness was the
primary benefit domain under investigation. In the
present study, overall severity reduction was assessed.
The 2 studies yielded very similar results. In both stud-
ies the 4 treatment scenarios followed the same order
of preference, with the vitamin requiring the least ben-
efit to justify treatment, then an herbal medicine, then
lozenge, and finally a prescription pill. In both studies,
neither demographic indicators (age, sex, ethnicity,
education, income) nor severity of illness at time of
interview appeared to influence SID value judgments.
In both studies, heterogeneity characterized both
between-person and between-scenario distributions.
For example, although many participants would accept
a treatment for small benefit (10% or less), many oth-
ers required larger benefits (50% or greater). Similar
between-person differences were seen in the first study,
with many saying they would take treatments for small
duration reductions (12 hours or less for a 6-day cold),
but many others indicating the need for larger benefits
(36 hours or more)."° Despite this heterogeneity, spe-
cific treatment scenarios yielded distinctive response
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and Treatment Scenario Type

Table 2. Sufficiently Important Difference (SID) Severity Benefit by Interview Method

Intake +
Characteristic Intake Exit Telephone Telephone
No. of interviews 91 91 162 253
Jackson score, mean (SD) 9.7 (3.6) 1.5 (2.6) 9.6 (3.7) 9.6 (3.7)
Unadjusted mean SID
Overall (SD) 0.40 (0.20) 0.41 (0.16) 0.40 (0.17) 0.40 (0.18)
95% Cl 0.38-0.44 0.36-0.44 0.37- 0.43 0.38-0.42
Accepting, regardless of severity benefit, % (SD) 15.9 (0.37) 17.6 (0.38) 15.3 (0.36) 15.5 (0.36)
Refusing, regardless of severity benefit, % (SD) 12.6 (0.33) 15.4 (0.36) 14.5 (0.35) 13.8 (0.35)
Vitamin Herbal Extract Lozenge Antiviral
Unadjusted mean SID
Sick groups, No. (SD) 0.25 (0.22) 0.32 (0.24) 0.47 (0.26) 0.57 (0.30)
95% CI 0.23-0.27 0.30-0.34 0.43-0.51 0.53-0.61
Accepting, regardless of severity benefit, % (SD) 30.4 (46.1) 15.4 (36.2) 4.7 (21.3) 4.7 (21.3)
Refusing, regardless of severity benefit, % (SD) 3.1 (17.5) 7.1 (25.8) 14.6 (35.4) 37.2 (48.4)
Group and Jackson score, adjusted SID
Sick groups (SD) 0.23 (0.22) 0.31 (0.38) 0.49 (0.45) 0.63 (0.50)
95% CI 0.19-0.27 0.27-0.35 0.43-0.55 0.56-0.69

Cl = confidence interval.

Note: data distributions tended to skew to the negative (6 of 8 had mean values of <50%).

distributions. In the current study, for example, mean
severity-reduction SID for the prescription antiviral
drug scenario (57%) was more than twice that resulting
from the vitamin C scenario (25%). This between-sce-
nario difference was even more pronounced in the first
study, where the mean SID reduction in length of a
6-day cold was 83 hours (57%) for the prescription pill
scenario, but just 26 hours (18%) for the vitamin.'’

Qualitative responses in the 2 studies were also
similar and helped make sense of response patterns.
Participant responses suggested that between-scenario
differences were partially due to negatively valued costs
and risks. For the prescription pill scenario, responses
were influenced by the implication that potential side
effects were not well known. Additionally, the need to
see a physician was reported as a barrier by some par-
ticipants. Regarding the lozenge scenario, several par-
ticipant responses suggested that the use of the word
"nausea” negatively influenced responses. Overall, we
interpret these findings to support the SID concept and
the benefit-harm trade-off method. Effect size in and
of itself is not sufficient to justify treatment. Instead,
expected benefits should be interpreted within the spe-
cific context of associated costs and risks.

Another consistent finding, and one more pro-
nounced in the first study, was the trimodal nature
of the SID data distribution. Some people will take
a treatment regardless of the benefit under consider-
ation. Some will not, even when hypothetical benefits
are large. The majority, however, require a certain

amount of benefit to justify costs and risks, which
makes sense and fits with both clinical experience and
psychological theory. People are (somewhat) rational,
and make choices based on perceived likelihood and
magnitude of both positively and negatively valued
outcomes, but since different people value health-
related domains differently, there is diversity in SID
magnitudes across populations.

When benefits and harms are made explicit and
portrayed in simple language, population distributions
of SID are characteristic, reproducible, and largely
unaffected by age, sex, ethnicity, income, education,
and severity of illness at time of interview. By includ-
ing 2 sets of participants (in-person and telephone)
with varying degrees of illness severity, we were able
to show that SID value judgments are influenced by
positive and negative aspects of treatments, but not
by demographic characteristics, and, in this study, not
by severity of illness at time of interview. We must
caution that this finding may not generalize to other
illness conditions. Indeed, we suspect that preference
patterns may be more stable for common cold than for
other disease entities, as most people have experienced
numerous colds and thus have had a chance to solidify
their expectations, values, and preferences regarding
cold treatments.

It is relatively clear that existing cold treatments
do not provide the SID desired by our participants.
Although space does not permit a review of available
evidence,?°?? the existence of any benefit is controver-
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Table 3. Potential Explanatory Factors of Sufficiently Important Difference (SID) by Treatment Scenario

Vitamin Herbal Lozenge Antiviral
Factor B (SD) P Value B (SD) P Value B (SD) P Value B (SD) P value
Intercept 0.27 (0.13) 032 0.49 (0.13)  <.001 0.23 (0.16) 137 0.45 (0.18) 012
Female -0.05 (0.03) 198 0.04 (0.04) .292 0.09 (0.04) .037 0.08 (0.05) 112
Smoking status
Never — — — — — — — —
Cigarettes, >5/d 0.00 (0.05) .925 -0.01 (0.05) .813 0.08 (0.06) 227 -0.11 (0.07) 106
Cigarettes, <5/d -0.02 (0.05) 758 -0.10 (0.06) .092 0.04 (0.07) .586 -0.08 (0.08) 312
Past -0.03 (0.06) 634 0.02 (0.06) 814 0.05 (0.08) 494 -0.06 (0.09) 476
Ethnicity
White — — — — — — — —
Other -0.08 (0.08) 318 -0.10 (0.08) .244 0.01 (0.10) .895 -0.01 (0.11) .943
African American -0.08 (0.09) .365 -0.04 (0.09) .704 0.03 (0.11) .822 0.02 (0.13) .877
Hispanic -0.03 (0.13) .803 -0.16 (0.14) .238 0.11 (0.17) 499 0.05 (0.19) .783
Asian -0.14 (0.17) 415 -0.10 (0.18) 569 0.01 (0.21) 961 0.24 (0.24) 318
Education level
<High school degree — — — — — — — —
High school degree -0.22 (0.08) .007 -0.08 (0.09) 348 -0.02 (0.10) .882 0.08 (0.11) .504
Some college -0.15 (0.08) 071 -0.07 (0.09) 417 -0.03 (0.11) 809 0.15 (0.12) 217
College degree -0.21 (0.06) 018 -0.13 (0.09) 175 -0.08 (0.11) 471 0.04 (0.13) 749
>Graduate school -0.15 (0.09) 121 -0.10 (0.10) .301 -0.06 (0.12) .593 0.09 (0.13) 482
Annual income
<$15,000 — — — — — — — —
$15,000-<$25,000 0.10 (0.10) 339 -0.07 (0.11) .521 0.04 (0.13) .789 0.15 (0.15) .299
$25,000-<$50,000 0.14 (0.10) .160 -0.03 (0.10) 772 0.10 (0.12) 431 0.18 (0.14) 192
$50,000-<$75,000 0.12 (0.10) 198 -0.11 (0.10) 274 0.04 (0.12) 726 0.20 (0.14) 153
$75,000-<$100,000 0.08 (0.10) 440 -0.14 (0.11) .204 0.13 (0.13) .303 0.13 (0.14) .356
>$100,000 0.13 (0.10) 191 -0.15 (0.10) 158 0.08 (0.12) 545 0.16 (0.14) 257
Jackson score 0.00 (0.00) .679 0.00 (0.00) 779 0.00 (0.01) .850 0.00 (0.01) .565

Note: Results of multivariate regression analysis of associations of SID with covariates (potential explanatory factors).

sial for most, if not all, cold treatments. Even the more
optimistic interpretations of existing evidence fall short
of supporting overall severity reductions in the 25% to
57% range indicated as necessary by our participants.
This conclusion, however, may be trivial compared
with the implications should similar results be found for
other medical treatments, where effects sizes are usually
quite modest. For example, best evidence suggests that a
person with mild or moderate depression might expect
a 1- or 2-point reduction on the Hamilton Depression
Rating Scale, where 20 points is considered indicative
of depression.?*>* For Alzheimer-type dementia, where
100 points may be expected on the Alzheimer Disease
Assessment Scale cognitive function subscale, a 1- to 3-
point improvement may be attributable to cholinesterase
inhibitors.2°2® For both classes of medication, monetary
costs are substantial and side effects are common. If
patients (or their families or caregivers) were provided
simple descriptions of likely benefits and harms, how
many would choose these treatments? Of the millions
currently taking these medicines, how many have been

provided an accurate description of expected benefits,
costs, and risk of harm?

In our opinion, there have been too few investiga-
tions into health values in general and into the nature
of clinical significance in particular, which is unfortu-
nate, as medical decision making, as well as trial design
and interpretation, is inextricably linked to these con-
ceptual entities. The introduction and development
of minimal important difference were milestones, as
benefits reaching the minimal important difference
threshold must not only be of statistical significance
but must also be recognized and valued by patients.
The concept of a SID raises the bar another notch,
as effect size meeting a SID must also be sufficient to
justify costs and risks. Finally, we would like to note
that the benefit-harm trade-off methods portrayed here
and previously>'® are only one method of estimating
SID. Others will surely be invented, as SID (smallest
worthwhile effect®?) serves as both the effect size for
which trials should be powered and as the benchmark
by which they should be judged.
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Figure 1. Sufficiently important difference (SID) by treatment scenario.
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To read or post commentaries in response to this article, see it
online at http://lwww.annfammed.orgl/cgilcontent/full/5/3/216.
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